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Summary
The patient, a 54-year-old housewife, was well until the age of 40 years when she developed repeated infections. During the next 10 years recurrent attacks of diarrhoea also appeared and were associated with weight loss, increased skin pigmentation, and later the occurrence of arthralgia and polyserositis. She was found to have deficiencies of IgG and IgA. A malabsorption syndrome was established and shown to be due to Whipple's disease by jejunal biopsy. She also had hypocalcaemia and osteomalacia. Weekly injections of human gammaglobulin had no effect on either the diarrhoea or the arthralgia, although the severity of respiratory infections was reduced. Intramuscular injections of vitamin D failed to restore the serum calcium to normal. Continuous oral tetracycline was followed by marked symptomatic improvement, disappearance of the diarrhoea and some weight gain. Steatorrhoea however persisted and the jejunal histology showed only slight improvement. The serum calcium returned to normal possibly as a result of correction of a magnesium deficiency. The relevance of the hypogammaglobulinaemia to the Whipple's disease is discussed, and a search of the literature shows six other cases where both disorders were associated.
HYPOGAMMAGLOBULINAEMIA comprisesan uncommon group of disorders which usually occur in infancy but may appear at any age (Hobbs, 1970 (Hourihane, 1963 (Hourihane, , 1966 . No plasma cells were demonstrated in the lamina propria. The third biopsy, taken after 4 months tetracycline therapy, was examined by electron microscopy and intra-and extracellular rod-shaped bacteria were shown to be present in the lamina propria (Figs. 2 and 3 ). The epithelium appeared normal but abundant lipid was present in extracellular globular collections within villi, and within some macrophages (Figs. 2 and 4) . Numerous macrophages contained lysosomes distended by membrane-like material (Fig. 4) which was presumed to be derived from ingested bacteria (Hendrix & Yardley, 1970 Hendrix & Yardley (1970) that the pathologist should be prepared to suspect this condition from routine histological preparations. The pathogenesis of Whipple's disease is obscure but has been fully discussed by Hendrix & Yardley (1970) and by Maizel, Ruffin & Dobbins (1970) . It is however, agreed that invasion of the gut with small Gram-positive bacilli is the first step and a failure of lysis of the membranes of the micro-organisms by macrophages leads to the PAS-staining granules formed within these cells. The actual organism responsible has not been identified but it seems likely that man has a high resistance to it, accounting for the low prevalence of the disease, of which only about 150 cases have been described. In our patient, the infection was almost certainly the result of the immunological defect, and this might also be true of other cases of Whipple's disease. A paucity of plasma cells in the lamina propria is a feature of untreated Whipple's disease (Dobbins & Ruffin, 1967) and examination of the published series shows that a number of cases had immunological deficiencies of some kind (Table 1) . Furthermore, there is a well established association between malabsorption and hypogammaglobulinaemia (Conn & Quintiliani, 1966 ) and Whipple's disease was not excluded in all of the reported cases.
In our patient, tetracycline always brought about a remission of the diarrhoea, but even after 4 months' 
